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Artificial Sequence 



<::.]].:■ Description of the artificial sequence : primer 

J j: ] 

^ :-.c i.^tt*: tc ttgtccacct tggtgc 

■:2..^ ■ /'.rtificial Sequence 

:222 • Description of the artificial sequence : primer 
■ :4 2.:i ■ 2 

.;t : :r ^t^.ctc ttgatcaact cagtct 



:2;. :i 3 
;2 • 24 
■:2:.2 ■ DNA 

:212- Artificial Sequence 

:2.:J Cescription of the artificial sequence : primer 
*: .■KT.-:.:itcggc acatgcagat ctct 



^ .: : ] ■ 2 4 

:^ • L-NA 

■ Artificial Sequence 



■:2: : ' Description of the artificial sequence : primer 
<4u:.> 4 

ctcattcctq ttgaagctct tgac 



V 



tsn Ser Pro Lys G^y rne xyr 



Artificial Sequence 



script ion of the ctrr. ; 



'icial seauenoe : CCk3 regie 



;ly Gly His Gly Tyr Gly Ser Ser Phe Asp lyr 
S 10 



1 ^ 
PPT 

Artificial Sequence 

fescription of the artificial se quence : CDR3 region 



Gly Gly Gly Phe Thr Val Asn Trp Tyr Phe Asp Val 

10 



.■ * c 

■ iRT 

■ /'.rtificial Sequence 



L-escription of the artificial sequence : CDR3 region 



31-- Gly Gly Tyr Tyr Val Asn Trp Tyr Phe Asp Val 

5 10 



. > 13 
> PRT 

Arrificial Sequence 



1 



Pescriction 



of the artificial sequence : CDR3 region 



1 ; 
?RT 



Artificial Sequence 



^eccripticn cf the arrifici^^ sequer 



rea: 



;iy Phe Gly Trp Gly Tyr 



: ; i C 11 
_12 ■ FP.T 

:.. i:- Artificial Sequence 



)escriDtion of the artificial sequence : CDR3 reqion 



c-,^ G'u Glv Gly Gly Tyr Tyr Val Asn Trp Tyr Phe Asp Glu 
; 10 i5 



i:; 
II- 

PF.T 

Artificial Sequence 



>.:scription of the artificial sequence : CDR3 region 



Arg"Arg Glu Gly Gly Gly Tyr Tyr Val Asn Trp Tyr Phe Asp Arg 



10 



15 



Arc /vrg 



1 3 
IS 
FRT 

Artificial Sequence 



Eescription cf the artificial sequence : CDRI- regior 



' 4 I ' 13 

Ui ' Tyr' Gly Glu Gly Tyr Gly Glu Val Asn Glu Tyr Asp Glu Phe Glu 

■ 5 10 



15 



Trt jiu 



< 21 1 
V 2 1 . 



tificial Seque-ce 



:.escriptic:-. of one ar: 
14 



;equeoce:C:'R5 region 



:yr Arg Asr. Ara Tyr Arg Trp Gly Tyr Ar. Gly Arg ?Je G., 



<110:> 15 

<..:_:■ IB 

■ ?RT 

.. . : ^ Artificial Sequence 



2 : > Description 



)f the artificial sequence : CDR3 region 



> - A;;'Arg'Arg Gly Glu Tyr Gly Val Tyr Trp Asn Gly Asp Phe Tyr Arg 



At Arg 



16 
18 
PF.T 

Artificial Sequence 



;]o- Description of the artificial sequenc 



?:CDF.3 region 



r^ riv riv Glv Tyr Tyr Val Asn Trp Tyr Phe Asp Arg 
Ara Arg Arg Glu Gly Giy ^ly 

t 1 u 



Ar:j Arg 



2 10 17 
; 1 1 > 18 
^:'1> ERT 

'::-> Artificial Sequence 



.'.;2 2-> Description o 



f the artificial sequence : CDR3 region 



i::'LoG.. Glv .iu Tyr Cly Vai Tyr Trp Asn .ly Asp Phe Tyr Ar, 



Arg Arg 



112: ?RT 

;13:- Artificial Sequence 



23, Descriptior: of the artificial sequence : CDR3 region 
iC ■ lb 

^ ^ -""V- " ^^>-r T'/r r::e ^so nra 

;.rq nrq o^u ^.-V --^ • ^ 



;i;; ^ 19 
.11 - lb 
.12 PF.T 

13' Aitificial Sequence 



..33 ■ D^'ScripLion of the artificial sequence : CDR 3 region 

Ara Ala Glv Gly Gly Tyr Tyr Val Asn Trp Tyr Phe Asp Arg 

Ai Arg 



■IC 20 

. i: • 13 
. i:;; prt 

.2: ■ Artificial Sequence 



..2: Description of the artificial sequence : CDR3 region 
,"^a^i.rg\rg Glu Ala Gly Gly Tyr Tyr Val Asn Trp Tyr Phe Asp Arg 
■'.iG Arg 



: 1 2 1 
:l. ■ 18 
:12 IRT 

• ■ Artificial Sequence 



, )es 



criotion :)f the artificial sequence : Cjk3 regior 



Arg Arg^Ara Glu Gly Ala Gly Tyr Tyr Val Asn Trp Tyr Phe Asp Arg 



kiziZLZicil Sequer^ce 



Oescripticr: of 



the artificial sequence : CDR3 regicr 



31U Gly Gly Ala lyr Tyr Val .sn Irp Tyr ?ne Asp A.. 

1 



<_1C> 23 
<, 11> le 
<..12:> PRT 

<_13> Artificial Sequence 



Description of the artificial sequence : CDR3 region 



l^lr^Ar, Glu Gly Gly Gly Ma Tyr Val Asn Trp Tyr Phe Asp Arg 

: c, 10 



7,rq Arg 



2 1i^ 
2 1 
212 



24 
13 
PRT 

Artificial Sequence 



■Jo';;:: .description of the artificial sequence : CDR3 region 
Arg^Arg^Arg Glu Gly Gly Gly Tyr Ala Val Asn Trp Tyr Phe Asp Arg 



2:0> 25 
21 1> 18 
212.:> PRT 

22:3> Artificial Sequence 
;22?> Description of the artificial sequence : CrR3 region 

ArfAro Giu Gly Gly Gly Tyr Tyr Ala Asn Trp Tyr Phe Asp Arg 



<211> :c 

<213> Artificial Sequence 



>22.. 2escripticn of the artificial sequence : CDR3 req: 



.>'a Aro Glu Glv 31y Gly Tyr Tyr V.l Ala Trp lyr ?ne ^sp ^rg 

IC 



-:210^' 2 / 

<211-' 18 

<:212> PRT 

<.2i':> Artificial Sequence 



<22:-c- Decc 



ription of the artificial sequence : CDR3 region 



irA^-Q Arq Glu Gly Gly Gly Tyr Tyr Val Asn Ala Tyr Phe Asp Arg 
- 5 IC ^5 



L 

Arn Arg 



: 210:- 2 3 
^211: 13 
■212:: PRT 
2:. 3..' Artificial Sequence 

. 2lR Description cf the artificial sequence : CDR3 region 

r.r^yrf Arg Glu Gly Gly Gly Tyr Tyr Val Asn Trp Ala Phe Asp Arg 
" I 3 1'^ 

/\ra 2.r5 



:2.. 2^^ z 'r^ 

:2:.:. ^ 13 
PRT 

: 3 : ^> Artificial Sequence 

^::iy2> Description of the artificial sequence : CDR3 region 
Arg"Arf Arg Glu Gly Gly Gly Tyr Tyr Val Asn Trp Tyr Ala Asp Arg 



p Artificial Sequence 



<2zj:- Jesc 



ription cf the artificial sequence : CDR3 region 



A^a'^rf Arc Glu Gly Gly Gly Tyr Tyr Va^ Asn Trp Tyr Fhe Ala Arg 



Ai ] Arg 



<1 1'l/ 


31 




18 


11 ■ 


PRT 


< ^. I i 


Artificial 


=c : 1 ) 




<11 3 


Description 


<■ ) J 


31 



t-i ] ;-.rg Arg Tyr Val Tyr A, 

: 5 

Ai J Arq 



Gly Trp Gly Tyr Phe Glu Gly Aia Arg 



10 



15 



lie- 3 2 
. 1 1 ■ 1 8 
_ 1 '1 PRT 

..]3 ■ Artificial Sequence 



iption of the artificial sequence : CDR3 region 




Ar^ Arg 



■:G10> 33 
■:3i:> 18 
: 311 ■> PRT 

^313> Artificial Sequence 



^cription of the artificial sequence : CDR3 region 



4 00> 3 3 



Asc Ar: 



Artificial Sequence 



Description of the artificial sequence : CDR3 region 



5 Arg\rg Giu Gly Gly Giu Tyr Tyr Val Asn Trp Tyr ?he Asp Arg 



5 



11:- 18 
p' p 

.13 Artificial Sequence 



.3 Description of the artificial sequence : CDF3 region 



■1 - 3^ 



-j'Arq^Arg Giu Gly Gly Gly Giu Tyr Val Asn Trp Tyr Phe Asp Arg 
^15 10 15 



ig Arg 



.12 PRT 

,13 ■ Artificial Sequence 
2 

2? . Description of the artificial sequence : CDR3 region 

'a\\rg\rg Giu Gly Gly Gly Tyr Giu Val Asn Trp Tyr Phe Asp Arg 
i 5 10 15 

: G Arg 



> FRT 

-> Artificial Sequence 



Description cf the artificial sequence : CDR3 regie 



P T 

Artificial Seauence 



Jc? s c n k 



-on of the artificial sequence : CDR3 region 



^.ra Ara Glu Gly Giy Gly Tyr Tyr Vai Glu Trp Tyr Fhe Asp Arg 

1 n IS 



A!:- 39 
18 

1^1 PRT 

, ii Artificial Sequence 

1 :):■ 

lA' Description of the artificial sequence : CDR3 region 



a';.ra"Arg Glu Glv Gly Gly Tyr Tyr Val Asn Glu Tyr Phe Asp Arg 
^ 10 15 



.10 4 0 
.11 ■ 18 

.12 ■ Pr.T 

'13- Artificial Sequence 
. 23 ■ 

::;3' Description of the artificial sequence : CDR3 region 
4 1 0 > 4 0 

^rj Arq Arg Glu Gly Gly Gly Tyr Tyr Val Asn Trp Glu Phe Asp Arg 
] ' 5 10 15 

I J Arq 



. . L ■■■■■ 4 

. 1 1 ■ 1 i 

.:i;> PRT 

..13:^ Artificial Sequence 

.jl3> Description of the artificial sequence : CDR3 region 



^rg ;-.rg Arc Glu Gly Gly Gly .yr .yr '/^^ . rp Tyr G^u ^sp ^rg 



:1:G: 4 2 

; 1 1 : 1 - 

:11: ?RT 

:13-.. Airiflcial Sequence 



G 21; Description cf the artificial sequence : GDR3 region 
o;00o 4 2 

ii'Q 7.rg Arg Glu Gly Gly Gly Tyr Tyr Val Asn Trp Tyr Phe Glu Arg 

1^ 5 10 15 



:oliV.' 41 

■Ti:.:. lb 

:...iho- PFT 

G:hh- Artificial Sequence 



Gh;G- Description of the artificial sequence : CDR3 region 
:4:):G- 4S 

Arg Arg Arg Sly Glu Tyr Gly Glu Tyr Trp Asn Gly Asp Phe Tyr Arg 
: 5 10 15 

An/ /Arg 



:ilJ> 44 
:j:":> IS 

s:l^ ■ PRT 

;S11 Artificial Sequence 

:.S(| ■ 

;1SS Description of the artificial sequence : CDR3 region 
:4.)() 4 4 

^ I ;iy Gly Gly Phe Thr Val Asn Trp Tyr Phe Asp Vai 
5 10 



;.:g: 41 
■::l.l 14 
■:-S.S ■ PRT 

■■:i:3- Artificial Sequence 
■■■22 ) • 

:12 3- Description of the artificial sequence : CDR3 region 



<400- 45 




■^IIj. Artificial Sequence 

<.23... ie.5cripticn cf the artificial sequence : CDR3 regicn 



e niv Val Gly Tyr Ara Glv Glu Thr Arq Asn ?he A^p ^rp 

5 ^ 10 



. i:i- PRT 

,1.-::- Artificial Sequence 



Gescnption of the artificial sequence : CDR3 region 

Au :;lu Slu Glu Gly Gly Gly Phe Thr Val Asn Trp Tyr Phe Asp Glu 

10 15 



i: - 4 8 
II • 18 
:i:.. ■ PRT 

Artificial Sequence 



Description of the artificial sequence : CDR3 region 



;-;;)■) 48 

.--rg Arg Glu Glv Gly Gly Phe Thr Val Asn Trp Tyr Phe Asp Arg 
" 5 10 15 



^10 4 
Hi • 18 



111 • PF.T 

Jl : ■ Artificial Sequence 



<323.- Description of the artificial sequence : CDR3 region 
■■ 4 : 0 4 P 

Arg Ara Phe Gly Val Gly Tyr Gly Glu Thr Asn Phe Asp Trp Arg 

' ^ S 10 15 



Arg Arg 



Artificial Sequence 



:at ac-car iia crcgcag::cc aa::c7gccat ggccsag^ts rrarctgcags agtcwgg 

;21C> 51 
:.:il-- 5n 

:.:iz-' d:-ja 

:c:13> Artificial Sequence 

:Sl3> D^;scr l}jt ion i-f the artificial sequence : pr imer 
■ ■\ '.)■■: 5 1. 

r:'.-.'^ cu':^a 5i c:qcqgc:'^a gccggccatg gccgaggtgc agctt(_:cigua utcagg 



L 1 . 5 'S 
12:- r:MA 

i:;:c Artificial S^E-quence 



cSS:3:;' Ltt;;s cr i}jt ion of the artificial sequence : primer 

■r:c(::t cg<::a a ctgcggccca gccggccatg gccgatgtgc agcttcagga gtcrgg 56 



(V: 



E'MA 

Ar 1 1 f i c 1 a 1 S e que n c e 



C'es ::r i^Dt ion c>f the artificial sequence : pr iit.er 



r:c(::tcGcaa ctgcggc^ia gccggccatg gcccaggtgc agctgaagsa gtcagg 



2 > Dl^A 

3^ Artificial Sequence 



:2h^3.-^ lescripticn of the artificial sequen ce : pr irter 

■:-iJO> 54 

T-:cctcgcaa ctgcggccca gccggccatg gccgaggtyc agctgcarca 



-tctag 



- ■) ^ r- ■ . - - 



;^:-tificial Sequence 



5 5 

:g(;aa ctqcggccca gccggccatg g-ccaggtyc arctgcaaca gyctgg 



DIJA 

Artificial Sequence 



■■: D-scription of the artificial sequence : pr liter 
5^ 

:tcg:.aa ctgcggccca gccggccatg gccgargtga agctggtgga rtctgg 



It 5 ' 

i:t 5') 

■Kt d:ia 

It Artificial Sequence 



D.^scription of the artificial sequence : primer 

C "7 

:t. ccjaa ctgcggccta gtcggccatg gccgaggttc agcttcagca gtctgg 



■ 1 -■■ Artificial Sequence 



^1': ■ [;escription jf the artificial sequence : primer 
- 1" 5 ^ 

:cr-cg:aa ctgcggccca gccggccatg gccgaagtgc agctgktgga gwctgg 56 



' 5 3 
. - : ■ 5 6 
• i::^A 

Artificial Sequence 

:". .■) • 

r-escription cf the artificial sequence : primer 

i ):> 

-^cotaa ctgcgaccca accaaccata occcaaatcc agttgctgca gtctgg 



)> ^ 0 
:2> [;NA 

13> Artificial Sequence 



4 



■:.22 3: :-escription cf the amficial sequence : prir^er 



a.:cj: ci.ga? gcgcgcccac ctgaaccgcc tccaccrga:: jagacggtga ccgtggt: 
ttgar.c.'c 



<j12^ 2:!^A 

<,:1.3^ Aj!:.ificia2 5equeri'::e 
;22'"):' 

:22.-.> Z'escript ion of the artificial sequence : priiter 



^(:r.(jc. cacag gcqcgcccac ctgaaccgcc tccacctgag gagacggtga ccgtggtccc 60 



IIA 

-u tificial Sequen::e 



■. L f'S cript ion of the artificial sequence : primer 
■'' - * . . 

■ rrcr^aag gcgcgccrac ctgaaccgco tccac:tgag gagactgtga gagtggtgcc c( 



:2i::' ^i"t 

2i: ■ :.UA 

Artificial Sequen::e 



:ription of the artifi::ial se quence : primer 



:rc.cd';ag gcgcgcccac ctgaaccgcc tccacctgca gagacagtga ccagagtccc 60 



; : 1 ■ •i-0 
• ::iA 

A::tificial Sequence 



■:."2< :^;!Scription cf the artificial sequence : primer 

D :) ■ ^ -\ 

i.-:pc.:;ag gcgcgcccac ctgaaccgcc tccacctgag gagacggtga ctgaggttcc 60 



021. ■ M.) 

:212 • DMA 

:213^- Artificial Sequence 



220:> 



• 



-^2 J.' Z-es :;rip t lor. :f the artificial seque:ite : pri:ter 

^Jttja^at:; jgcacgcjtc t 7 c 5 gt g ;?c ^gatcggaca ttgaactcac ::/:aarctcj.:: 



r 6 

59 



.^eerier. :e 



..escripticn cf the artititia- sequer^ce : pr in;er 
; J C ■ 6 6 

;r:t:ac:atg gqcgcqcctc t^a-::ggtgac ggatcggaca ttgtgargwc acagtctcc 



13'^' Artificial 3equen:e 
. 2 'J 

■:^2c.-' Description of the artificial sequence : pr imer 
:-;i)C^ 67 

p;r: t c ac; atg qqcgcgcctc tggcggtggc ggatcggatg ttktgatgac ccaaactcc 



:^1L:- 5^ 
ON A 

\ I ih> Artificial Sequence 

■.■.h-i.' Description of the artificial sequence : primer 
c-;(.)ii:- 6 8 

j(_:t :.cagatg ggicgcgcctc tggcggtggc ggatcggata ttgtgatrac bcaggcwgc 59 



:.:i::- 

■'.I.;..- DNA 

:_1 h- Artificial 3equen:e 
■D.h: :) ■ ■ 

-~1\-'S'> Description c>f the artificial sequence : primer 
<400> 69 

^jttcagatg agcgcgc^tc tggcggtggc ggatcggaca ^tgtgctaac mcartctcc 



DNA 

Ariificial Sequen::e 



223.-- Description of the artificial sequence : primer 
4 C: 2 C 



agrtcagatg ggcgcgcctc tggcggrggc ggat:gsaaa wtgtKcrcac ccagtcrcc 



7/ ' '. - 



rtificial Sequence 



:f tne artificial scccence : cr ir^er 



<40j: 71 

^qtC!.agarg ggcgcgcctc tggcggtggc ggarcggaya tyvwgargac c^cagwctcc 



^110 


■ 7;^ 






■ 5-* 




1.: 


■ LiiA 






Artificial 


Sequence 


. /: -'-> 


r H s c r 1 p 1 1 n 


0^ the artificia^ sequence : primer 




agatg ggcgcg 


ictc tggcggtggc ggatcgcaaa ttgttctcac 


::'\() 












: ... 1 . : 







■i:-iu Ai'tificlal Sequence 
. S 0: 

.r.n L'escription C' f the artificial sequen[::e : primer 



f<_rc.r.aaatg ggcgcgcitc tggcggtggc ggatcgtcat tattgcaggt gcttgtggg 



::■ r>]:A 

Artificial Sequence 



E't-'scr iption cf the artificial sequence : primer 
0.):- 7-^ 

u^.' '.at v.ct gzqqzcqzzz gtttgatttc cagcttggtg cc 



42 



: 4 0 0 - 



4.: 
DMA 

Artificial Sequence 



Description cf the artificial sequence : primer 



gagtrattct gcggccgccc gttttatttc cagcttggtc cc 



: .2 1 r> Artificial Sequence 

; 1 2 :i 

:.:2c- Description of the artificial sequence : primer 



h-.c^cattct gcgccccccc qttttattt: ::actctcctc 



Artificial Sequence 



Description of the artificial sequence : p^rimer 



ju.'_r. (. at ':c t gcggccqc'-^c gttttatttc caactttqt'i 



1 1 : 4 2 
;" 1.2 d:ja 

\ Artificiai Sequence 



C esi^r iptiijn of the artificial sequence : p'rimer 



.■facr oat tot gcggccgccc gtttcagctc cagcttggtc cc 



42 



7 ."^ 



E':iA 

1.-: Ai-tificial Sequence 



■•2.2. L'escription C'f the artificial sequence : mychis 6 

jcT'-irrica'.Taa caaaaact::a tctcagaaga ggatctgaat ggggcggcac atcaccatca 60 
-ac ".aa taag '4 



._LD- 7-1 

212- d:ia 

s L .-; ■ Artificial Seguen::e 



o2- > Description :)f the artificial sequence : mycchis 
.■41)- ? 0 

i-itt:ttatt agtgatggtg atggtgatgt gccgccccat tcagatcctc ttctgagatg 6( 
a 7t t vttgtt ctgc 



c21 J • 81 



ieauence 



: i a a a g g 
. . t g a c r. 
.■\g a 1 c a 
l; c c; " 1 a 
acq jtr 

i.'Ca 3(3. L. 

atgtqa 
tgtact 
^;gacg<? 
■-.r.. caqc 



gt 
at 
at 
ag 



*: t. a a a g 
■ lagg 5a 
sacczc 
■iggt 1 1 
ggtggg 
.:r.gctt 
aatgat 
gcatrc 
ttca-t 
gatt ar 



eg 
aa 

? - 
? - 
a a 

gg 



gat 
gt t 

zza 
cgz 
at : 
a g ^ 
teg 
c a : 



a a :ictaa 



aggac 
ggggc 
:tgg.: 
^aggc 

scac: 
tcaQ': 



ctgaagaag-: 
a a c t a t g g a a 
ata aacacct 

ac 5 get acat 
cas jggacrc 
ggt jgeggat 
ga=agggtta 
ca a ::a gaagc 
gga gt ecctg 

aetgtgcagg ctgaagaeL:t 
a::gtt::ggag g ggg ea eaa 



cr.ggagagac agtcaagatc 
t ::aactgggt gaagcaggcr 
a e a c t g g s g a g c c a a c a t a t 
c 'I' t c t g c a g c a c t g e c a t 
atttetgtgc ateatatggt 
t'ligtaaetgt ctctg:aggt 
e^Tgatat tea gat gaeacag 
c :;ataa : :tg eaa gg 2cagt 
(^■gggg'^'H gte teetaaacta 
ategett ^ae tgg eagtgga 
ggeagtttat 
g ::t gg aaatt 



600 
560 



■: 2 . 0 & 2 

<2:l 2 42 

<2 .2 ■ PRT 

<2l3- Artifieial Sequenee 



<2 2 0 
<2^3 



[les : ripe ion 



ef the artifieial se guence : scFv regie n 



U ) D ■ 8 2 

2; 1 -/al Lys Leu Val 21u 3er Gly Pre 31a Leu Lys Lys Pre Sly 3iu 
1 ^, 10 15 



Thr '^al. Lys lie Ser Cys Lys Ala Ser Gly Tyr lie Pne Th: Asn Tyr 

2 0 ^ ^ 2^. 2C- 

:;iy Met Asn Irp Val Lys Gin Ala Prc^ 31y Lys 31y Leu Lys Trp Met 

35 " 4 0 4 5 

G.y Tr^:' He Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Asp Asp Phe 

5 0 ^ 55 



Lys Glv Arg Phe Ala Plie Ser Leu Glu Thr Ser Ala Ser Thr Ala Tyr 



7 0 



75 



80 



L-n: He Asn Asn Leu Lvs Asn Glu Asp Thr A La Thr Tyr Phe Gys 

8 5 '?^') 95 

Ala Leu Tyr Gly Asn Ser Pro Lys Gly Phe Ala Tyr Trp Gly Gin aly 
100 105 11' 

Tnr Leu Val Thr Val Ser Ala Gly Gly Gly Gly Ser Gly Giy Arg Ala 
115 120 125 

Ser 31/ Gly Gly Gly Ser Asp He Gin Met Thr Gin Ser Pro Lys Phe 

130 135 14 0 

Leu Leu Val Ser Ala Gly Asp^ Arg Val Thr lie Thr Oys Lys Ala Ser 

145 15C 155 160 



Gin Ser Val Ser Asn Asp Val Ala Trp Tyr Gin Gin Lys Pre Gly Sin 



.e : '-rr Thr Val Gin Ala Glu ksv Leu Ala '.'al .yr r^h 



• : . 1 0 ; • y 3 
•:.ll;- '^4" 
■::.12;' DNA 

■1 '^r Artificial Sequen!:;e 
A 2 0- 

■A.23- Ix-scription of the artificial sequence : scFv region 

g,-ja>;- :agc tggtggagtc tgggggagg: ctagtgaag: ctggag'jgtc cctgaaactc 

,:]t:::<::ag cctctggatt cactttcagt acctatacca tgtcttgggt tcgccagact .20 

>-gir.5,:;aga ggctggagtg ggtcgcaac: attagtagtj gtggta^ta -acctactat 1^0 

::-a.7-i:-gtg tgagggg::g attcaccat- tccagagaca atgccaagaa -acc-tgtac ^-KJ 

■-g.;-3..atga gcagtctgaa gtctgagga: a:ag:-atgt atta^t^tac aagagatggg 300 

j:ia.:acgggt a-ggtagtag ctttgactac t^gg^ccaag gcac^actct -acagt-tcc j'^.' 

v-a:i::t tgag gcggtt^agg rggg-g-g" t:tgg-ggtg gcggat:gca aattgtgotc 42 

ac-.::aatctc cactctccct gc:tgtcagt cttggagat: aa^c-t-cat :tcttgcaga 



." i:) • 


8 4 


_li 


249 


_12 


?RT 


213 


Artificial 



;220 ■ 

a;23' lescription of the artificial sequence : scFv regicn 
■:4 00 8 4 

Glu ■A5l Gin Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly 



1 



1 C 15 



Ser Leu Lys Leu Ser Gys Ala Ala Ser Gly Phe Thr Phe Ser Thr Tyr 



30 



Thr Aet Ser Trp Val Arq Gin Thi Pro Glu Lys Arg Leu Glu Trp Val 
35 4 0 4 5 

Ala Thr lie Ser Ser Gly Gly Ser Tyr Thr Tyr Tyr Pro Asp Ser Val 



0 



4 3 



.aga g-attgtaca tagtaatgga aaca^ctatt tagaatggta cctgcagaaa 54 

■:-a:T:::-agt -tccaaagct cctgatctac aaagtttcca ac-gattttc tggggtccca 60 

■r : -aaattca gtggcagtgg atcagggaca gatttca:ac tcaagatcag ::agagtggag 

p-tq.::Matc tgggagttta ttactgcttt caaggtt^a- atgttccgtg gacgttcggt 

f : a;: .;;:;icca agctggaaat: caaacgg 



bo 0 
720 
7 4^ 



le\: Tr.r Val Ser ^er 



o ^ \ ' ^; e r 



^j±y ^'-^ J^^^ 

1 T ^- 



T.oj ^^v- Leu PrD ':al Ser Leu C;Ly Asp H^a ^er i-e ^e^ 

145 ^ 150 155 

=-^r ^^r Gin Ser Tie Val His Ser Asn Sly Asn Tnr Tyr Leu 

165 l^C 



5y ^ 



Sly Sin Ser Pro Lys Leu Leu lie Tyr Lys Val 



Gin Lys Prj Siy 

180 185 1^0 



*er Asn Arg Phe Ser Gly 

195 



Val Pre Asp Lys Phe Ser Gly Ser Gly Ser 



2 0 5- 



CTy Thr Asp Fhe Thr Teu Lys Tie Ser Arg Val Glu Ala Glu Asp Leu 

215 ^ 2 C 



10 



"al Tyr Tyr Cy 



s the Gin Gly Ser His Val I ro Trp Thr Phe Gly 



2 3 C' 



24 0 



(;iy Thr Lys Leu Glu He Lys Arg 
2 45 



210 ■ ob 



^'4 7 
DUA 

A r t .1 f 1 c a 1 S e q u e n c: e 



Description af the artificial sequence : scFv region 



■ TOO ■ ::^5 
f I jqtqcagc 
*- : rgcag 

; Mg a:agtg 
ji:aa atga 
g ^tg ^t ttca 
*::tg -aggtg 
:t-a:3sagt 
3 ga ? 2cagtg 
: :a ^gacagc 
:i : c agar tea 
5 rt gatgatg 
a :.t gggacca 



tt'::aqgagt(: 
cc*:ct gga tz 
gg.^tggagtg 
t gaa(jggccg 
gcagnctgag 
c :: gtcaact ^ 
ga?5-:ggttc 
ctc::agctr 3 
a aagi gttga 
cacccaa a ct 
gtgg-agtgg 
ttg::aa :cta 
gact ggaaat 



aqggggaggc 
cactttca yi 
gc:tcgcaa :c 
a" tea:: cat - 
gr ctgagga : 
gr act t cgat 
aggtgggcg- 
t r tggctgtg 
t -agttat ggc 
c ::tca t 3t at 
gtctagga ::a 
t tactgtcag 
aaaacua 



ttagtgaagc 
agctata::c a 
att agtagc 5 
tec a gagac a 
acag ccatgt 
gtctggggcg 
gtctctggcg 
tctctagggc 
tataatttt a 
cgrg catcsa 
qa::ttca::cc 
caaagtaatg 



■■:t gijagggtc 
•:gt'::--tgggr 
at:g'j::a gttc 
atg ::caagaa 
att actgtac 
:agggacrcr 
grggcggat: 
agag jg-ca- 
tgc art ggta 
a :c t ag ag tc 
t ::a c ::att aa 
aggatccgct 



cctgaaactc 
^,cgcca<jacr 
! : acctactat 
cachet jtac 
aagagagggg 
jgtcac *:gt- 
jgaaaatgt g 
:atatcctgs 
tcagca :ata 
tgggat :.cct 
z sctgt ggag 
::acgtt ::ggt 



6 0 



: 4 L; 



S •) J 
42 J 
z 4-2 



6 jO 
6 6 0 



' ^ -L ''J 



:ec:uence 



sequence : scr V regie: 



T:p-: Se^ 



:hr Fhe Ser Ser Tyr 



35 ^0 

:^ia -r- 11^ Ser Ser Gly Gly Ser Ser Thr Tyr Tyr Pro Asp Ser Val 
'50 " 55 63 

Lvs Gly Arg Phe Thr He Ser Arg Asp Asn Ala Lys Asn Thr Leu Tyr 

T-::>1^ Gl- Met Ser Ser Leu Ara Ser Glu Asp Thr A.. :i Met Tyr Tyr Cys 

85 90 '^5 

r..... ^ -iw G^^' Thr Val Asn Tri:> Tyr Phe Asp Val Trp 

100 los 11^^ 



Gly Ala Gly Thr Leu Val Thr Val Ser Ala Gly Gly Gly Gly Ser Gly 
115 

Gly Arg Ala Ser Gly Gly Gly Gly 



120 125 
Gly Ser Glu Asn Val Leu Thr Gin Ser 



130 



135 



14 0 



I : Pro Ala Ser Leu Ala Val 



Ser Leu Gly Gin Arg Ala Thr He Ser Cys 

vss 160 
Xq-j ±u:> — 

Ala Sp-r Glu Ser Val Asp Ser Tyr Gly Tyr Asn Phe Met His Trp 

165 170 175 

T,,. r:i. Gin He Pro Glv Gin Pro Pro Lys Leu Leu He Tyr Arg Ala 
" "^^'^ ^ ■ HO 185 190 

-Pr Asn Leu Glu Ser Gly He Pr^:: Ala Arg Phe Ser Gly Ser Gly Ser 

200 205 



195 



A I g 



Thr Asp Phe Thr Leu Thr He Asn Pro Val Glu Ala Asp Asp Val 



210 



215 



A] a Thr Tyr Tyr Cys ( 
.:15 230 

I'hr Gly Thr Arg Leu Glu He Lys Arg 
245 



Gin Gin Ser Asn Glu Asp Pro Leu Thr Phe Gly 



235 



240 



>.i:r> 8'' 

:11..> T47 

il2> DNA 

^IH Artificial Sequence 



l<> Description of the ai 



:ificial seuuence : scFv regior 





trcaggagtc 


agaag^aggc 


ttagtg^a^ 




ctggaaagta 


c a t g a a a c a a ^ 


r : r ^ :: r a i ^ 


actcr ?gat- 


a a r 1 1 1 1 a g t 


a a t r a ^ a .: r 




rgtaraagga 


taaaaagaat li: 


— 


ggct^ga^tg 


g;:r a^aaacc 


ar r agr a gt 




grggta^tac 


aaaaraara^ 1^^ 


.: a .:: h^z j 


^gaagggccg 


a 1 1 c a c c a I. a 


t. c c a g a g a c 


a 


atgccaaaaa 


aaaccagta a - 4 ^' 


" a c a a a r g 3 


gcagrctgaa 


gt rrgaggaa 


a c a ^ c c a r g 




atcactgt ac 


aagagaggga ^ ; " 


:^-.;;::trart 


acgrcEiaatg 


gt ucttc^at 


atct iraaaa 


a 


caggcaccaa 


-ctaarsgaa : 


- .-araa Tgt j 


ga^^c^grtc 


aa^t^gg-ga 


;:acratg?a 




grggcgaara 


ggacatrga^ 


aa-\ ja;j: 


ct ica^ctta 


rtt ::gat;:ra 


: ::t ^raaaa 




agagggcaac 


aa a at rat a ^ -1 ■■ 


...gagccagr 3 


aaagt gt. tga 


t a g r t a t g q c 


a a g a g t: 1 1 1. 


a 


tgcactggta 


aaagaagaa a A 


acag::gcagi 


caccc aaact 


c c t c a t c t a t 


cgt scarce 


a 


a c : t a ^g a a r c 


rgggaaaaar > IZ 


jaaaggtrcs 


gr ^gasgtgg 


g t r raggaaa 


gacttcaac 




taaacaraaa 


acaaaaggaa ? 


gc-gargat 5 


t rgcr. accta 


ataatgt =ag 


a a a n g r a a r. 




sg^aacaccr 


aacgaaaggr ":: 


gc t gcrgacc i 


gacrg^aaat 


a a a a c g g 











^■2 10::^ 

■2 11::.^ .:4':- 

:2[2.- E'RT 

■213:^ Artifiaaai Seqaeace 



22 3:-' iJesaripr.Lon of tne artificic^l aeqaence : 3 a Fv regiaa 

■22a 2'ai GLn Leu aln ala 2er Gly 22y Gay 2ea 22i L Lya ?ra Giy G2y 

1 5 2 0 1 5 

2er Leu Lys Leu 3er aya Aia Ala Ser Gly Phe Lie Phe Ser Ser Tyr 

20 25 30 

Thr Met Ser Trp Val Ar(.: Gin Thr Pro i21u Lys Ari^ Leu (21u Trp Val 

35 ^ 4 0 4 5 

A'^a Thr I Le Ser Ser i32y Gly Ser Ser Thr Tyr Tyr Pro Asp Ser 22:il 

5 0 5 5 

2ys !22y Arg Phe Thr Llt> Ser Arg Aap Asn Ala Lya Asn Thr Leu Tyr 

2 5 ^ 7; 7 5 3 0 

Leu Gin Met Ser Ser Leu Lys Ser Glu Asp Thr Ala Met Tyr His Gys 

8 5 90 95 

Thr Ara Glu Gly Gly Gly Tyr Tyr Val Asn Trp Tyr Phe Asp Val Trp 

1 00 1 05 no 

21 y Ala GLy Thr Thr Leu Thr Val Ser Ser Gly Gly Gly Gly Ser Gly 

115 120 125 

S^y Arg Ala Ser Gly 31y Gly Gly Ser Asp lie Glu Leu Thr Gin Ser 

13 0 l^'-? 1 4 J 

Pr^a Ala Ser Leu Ala Va .. Ser Leu Gly Gin Ara Ala Thr lie Ser Gys 

:45 15 ^ 15^- 150 

Ara Ala Ser Glu Ser Va . Asp Ser Tyr 21y Lys Ser Phe Met His Trp 

165 * 1""2 1^5 

T-'r Gl]-; Gin Lya Pro Gl"/ Sin Pro Pro Lys Leu Leu lie Tyr Arg Ala 

. ^ ^ ^ p " u a 



Ser Asn Leu G2u Ser Gly lie Pro Ala Arg Pne Ser Gly Ser Gly Ser 



.nr Fne o^y 



r^ea-^ence 



: )es crivjt c 



A C'f the artificial 



;eauence : scr ■ 



region 



a' .ra^.ia '■.acc 
i(j::-q'iagg 

.r:.:(r-::^. cct 
la' 'Cog 

rt'i : :tg:: 
g-; .fg'j'T p:Tt:f 

a" -gt -j 
: .: ::tg ; v:f ii^ 
at r: :: a ;j 
at 7:.r.;g->:a 
gtggaggotg 
ttc^gta-tg 
>.:r.gtt::tg;j 
t*: i3-:::rr/tg 
M-': a--tt:j- 
:i ;■ ■: g i.i j .it j 

; ig ;:aa.:c5 
h :: g a a a a a g 
a -.ag ttt ::ta 
t ::gag:aaat 

a - agga n-^'^ 
g jjg-g jc g 
c- g:gr jaac 
t : ggtga.:qg 
c ;;a g c g ::-gct 
a : t gt a-.::ga 
a na ac : a 1 1 g 
T : ■ a :i t : g a ~ a 
cr : a at a aag 
ar ag: ra 

t :ar a a ag a'a a 
c.it ac ac :■ a a 
gat :-t gg aga 



tattg^:' 't a^:: 
tcraag-a-^ ag*. 
g^-.gaaapaat.a 
aaaag a-:g ::t 
a: ;agt.-at'a i 
a :-i a t g a ■ j a a .j 
gat-ca -aat 
•a.ig.gt gaaa J 
anaagt /t aa 
:.;a7t juaa J 
:iaaag aaaaa 
; jt.taaatgg 
atgat g^ tga 
;;gaaaaaaat 
aaaaaaggga 
ataaga-atjc 
tgattg ;aga 

' j-;f^-;j':i' = tt 

: jatgaatai 
a:t agtaaa: 
at aaccaaac 
a : g aag ag 1 1 
gatacggtaa 
aaggatagat 
a aaaaa^a :t t 
ag:jaacag:ga 
aagcgaataa 
ggctaggsaa 
: aaa taa aa a 
aattgttaag 
3 aaa g : at : a 
aagtaraaaa 
jt gat-; aagc 
aagcgataa=a 
at tea r sa aa 
at gtt art. ag 
atatcg aa aa 



qgcagccgct 
ggagtctggg 
t'agat tca-at 
cj ra'gtggtga a 
q fgacgat' a 
t ::tgaggt at 
aaa at gata a 
c igttaaont 
agattattta 
t gt t:g at.a at 
<: aaa at -a at a 
cagtgggtat 
aaacta t ta a 
ag aa a t a a a a 
^..gctaaggga 
..:gatatgagt 
raiggat gggg 
att aaiia jt 
a aa aa ag g a 
:.; ggagtaaaa 
■gattct ggaa 
■jcaggatgc c 
gagcgcgacc 
t acc gaacag 
tgctgaaaag 
gagtggttaa 
g aaa aaa<:ac 
gaaag aaaag 
a agt a atga a 
t aaa a atg a g 
•agctgag^aat 
agcgctggaa 
::-aacgaaaga 
t acca aa g at 
a aata aa aga 
a :tga a a aaa 
aaatca a aat 



gqat ' gttat 
i.;gagia'::ttag 
aacai r:agat 
g :aa'.: ::a t ta 
i aaa*.. .:t :ca 
a .iga... :.:a aag 
agatgtat 

ng:-;^:''3 

g:tgtgt :ta 
aat g gata ta 
ate t ata gtg 
a jgaaagact 
t gtaagaaaa 
agggaggaca 
g a t a t a a t g 
gatt atatta 
^aataggaaa 
at agat ga::t 
i 5 aa :g a ac ^ 

I : a t i t a a a g 
a a gg-aaaaa j 
aagcaagat g 
a gtgaaaaat 
atgattaaag 
gaaaa ag at g 
:agttggtga 
atgattggaa 
raaaatggaa 
a gtg t aaca a 
aaaggatttt 
:ctt gtagga 

I I agat aaa a 
ragattgtta 
gg a gaagtga 
ag t :agt taa 
a. a g a c c g a t a 
aaa aattaa 



taatag..:gga 
tgcia<g ai.;tgg 
ataca a'agta 
gtagt g^jngg 
ga-gaa aatg a 
ca.;i tgt.it t a 
gggg :g aa a g 
ctg g ::g-gt-ag 
tagggaag ig 
attttatg-aa 
ca": a J aaa :t 
tcaaaataa : 
gtaatgagga 
a aga a'ag g g-a 
■:aacagga gg 
gcga t a a a a a 
a tact g-a a g a 
taaag :tt aa 
i a^g a a a : a g a 
ga.gag:tggg 
aagaaggt-at 
■::g:tggtgga 
gtacgggtaa 
atagtgacga 
gtgaatggaa 
gcgatgatgc 
tgtttgat ga 
at ata gat aa 
acatggcgca 
tc :tgcaaga 
aaa ttg gc ga 
ag gag a gt aa 
agacggat aa 
rggtgatgag 
gtattgcq ga 
t attctacaa 



caagcaggca t:. 
agggtacatg 12 
ttgggttcga 1': 
tagtta^aaca 2^ 
aaagaa-aaaa af 
atgtaaaaga 3* 
aaaataagta 4: 
aggataggaa 41 
ggaaaacata 5^ 
at:ggtataag 6^ 
agagt'at:gag 6* 
cattaata-^-t 7; 
taagctcacg 7- 
acc aga aatg 
tg:tcgcagt 9- 
agcaaaaaat 9' 
a(agtaattat 1' 
agggaaatac ]. ■ 
ct:ggatgaa 1 
-agtcgatatt 1. 
ggcgaccggt i. 
acatgtga:c 1 
cgatctggaa 1 
cgtraagctt 1. 
ggga a aaa ag 1 
:tcactgaat 1 
:ggcaa-atg 7 
gaccgaagta 1 
gatgaccgaa 7 
r gaaggtgc a i 
aacggtcgat 1 
cacgatggtc i 
aaaagctaag 1. 
tta aggga aa 2 
gtatggcaag 2 
catgaaagcc 2 



) - 1 1 
: I ) 



:)4 ! 
20 j 
160 
199 



^eu _eu ^eu r^^a 



Leu Val Lys ?rr) Gly Gly Ser Leu Lys Leu 



;er ^^y3 A±a M±a ->er -^^y 

'-t z 



?r Thr 



Lyr Lyr F r '-.^ A.:]:; Ser Val Ly5 :L:y Arg irhe Lhr lie Ser Ar^ A5r^ A-sn 

Ala Lys Asn Thr Leu Tyr Leu Gin Met Ser Ser Leia Arg Ser ::;iu As pi 
1 'Lj 10 5 ^ j_ 0 



^r.r /\ia Kex 



Tyi- Tyr Cys Thr Arg Glu Gly Gly Gly ?he Tnr Val Aar. 



1 1 S 



Trp Tyr PhG' Asy.^ Val T:rp' Gly A. la Gly Thr Ser V,al Thr Val Sei Ser" 

111 131 140 

Gly Gly CLIy Gly Ser Oily Gly Arg Ala Ser Gly Gly lOly Gly Ser- Asp 

14 5 ^ hlC ^ 155 160 

lie Val Leu Th-' Gin Ser Pro Ala Ser Leu Ala Val Ser Leu G.ly Gin 

165 r70 [75 



Arg Ala Thr lie Ser Gy:£ Arc Ala Ser Glu Ser V.al Asp Ser I'yr Giy 



1 ^ i 



185 



190 



Tyr Asn Phe Me*:. His Trp Tyr lAln Gin He Pro f^ly 'Oln Pro r'rc' Lys 
l'?^5 JOG 0 05 



^eu „eu 
210 



Tyr Arg Ala Ser Asn Leu Gli 



Gly I. 

22i3 



Phe Ser Gly Ser Gly Se.r Ar<7 l"hr Asp Phe Thr Leu Thr He Asn Pro 

225 " 23l ' 235 240 

Val Glu Ala Asp Asp Val Ala Thr Tyr Tyr Cys Gin Oln Ser Asn Glu 

24 5 2 50 ?55 

Asp Pro Leu Thr Phe Gl-_^' Thr 'jly Thr Arg Leu Glu lie Lys Arq Ala 

26 j 2 65 2-^^^ 

Ala Al.u Ala Aru Ala Pro Olu l^et: Pro Val Leu Glu Asn An Ala Ala 



1 ^ n G ^ y Asp 1 ±e i ri r 



La Pro Gly Gly Ala Arg Arg Leu Thr Sly Asp 

295 300 



leu :ie Gly Asp Gly Met G^y r^^p ^er 



u Glv Ala Glv Glv Pne ?he lys Gly He Asp 



o^v o^.. 



Jo:. 



Trp Ser Thr Gly 



/a_ Aso i-^e 



His Glu Lys Asp His Fro Thr He Leu Glu Met Ala Lys 



4 05 



41( 



Leu Ala Thr Gly Asn Vil Ser Thr Ala Glu Leu Glu Asp Ala Thr Pre 

420 425 430 

Ala Ala Leu Val Ala His Val Thr Ser Arg Lys Cys Tyr Gly Pro Ser 

435 440 445 

Ala Thr 3(^r Gli; Lys Cys Pro Gly Asn Al.^ Leu G-U Lys Gly G^y ^y£ 

450 455 4bO 

Gly Ser He Thr Glu Glu Leu Leu Asn Ala Arg A.La Asp Val Thr Leu 

465 470 475 430 



Gly Glv G^y Ala Lys Thr ?he Ala Glu Thr Ala Tlir Ala Gly Glu Trp 
455 490 495 

Sin Glv Lys Thr Leu Arg Glu Gin Ala Gin Ala Arg Gly Tyr Gin Leu 



500 



505 



511 



Va' Se- Asp Ala Ala Ser Leu Asn Ser Val Tnr Glu A:.a Asn Gin Gin 

5L5 52 0 52 5 



Lys Prr> L--U Leu Gly Leu Phe Ala Asp Gly Asn Met Pro Va^ Arg Trp 

53i 535 ^40 

Leu Gly Pro Lys Ala Tnr Tyr His Gly Asn He Asp Lys Pr::) Ala Val. 

545 ^50 555 56J 

^hr ^ys Thr Pro Asn Pro Gin Arg Asn Asp Ser Val Pro Thr Leu Ala 

565 570 575 

Gin Met Thr Asp Lys Ala He Glu Leu Leu Ser Lys Asn Glu Lys Gly 



58 0 



58 5 



5 90 



Phe P 



Phe Leu Gin Val Glu Gly Ala Ser He Asp Lys Gin Asp His Ala 



5 95 



600 



6 05 



ila Asn Fro Cys Gly Gin He Gly G 
HO 615 



Asp Leu Asp Glu Ala 

o2 0 



Val Gin Arg Ala Leu ( 



Hu Phe Ala Lys Lys Glu Gly Asn Thr Leu Vdl 



63 0 



64 0 









^ ^ r-. _ a 

- : - 1 7 ^ : . " 




— 

sr. 




rrc .-.sp 

~ - ^ - ^ 




1 '/al 


Met 2er T 


\'r 31\^ Asn 3 


e r 3 1 u 3 




A s c 3 e r 31 n 


Glu Has 














c 1 1 




T:: 


*' ' * ' 5 & r 


Glr. Lea A 










Ala Asn 








€95 










Va 




Leu Thr A 


sp Gin Lnr A 


sp Leu ? 


he 


Tyr Thr Met 


^ys Ala 




" " - - J 


Asp lie A 


la Has His H 


IS His H 








... 


II.' ^7^ 
















12- DNA 
















I i ■ Ariif 


ic Lai 3e gu 


e vi c e 












. J ■■■ 


iption jf 


the artifici 


al segue 


nee 


: s rFv region 




■:o-^' 91 
















:.:aa at a : 3 


ta ttgc : t a :: 


g 5 ^ age eg z t 


ggattgtt 


a t 




ccagcc ggcc 


■■■A* . 




tgaagct ggt 


g jagtctgg g 


ggaggatt 


ag 


t gaagc st g g 


agggtc-ctg 


.:i 


:-:: :t ::t -ct 


gtgrag: — - 


: gg at t ::.a :; t 


*:t sagtag 


" t 


at ac:atgt: 


tt gggt-cgc 




:;.ictc :atf 


aga agag gat 


^ xa gt ggg t c 


ge a ace a t 


t a 


gt agtggngg 


1 a gtt - -a -a 




..'tatc-ag 


acagtgt gaa 


g^gcegatte 


ac z ate t z 


^a 


gagaeaatg: 


caagaa;^a^s 


'2^ . 


a ta ::c r g :: 


aaa tgagca g 


tetgaggtct 


gaggacac 


^3 


ceatgta t ta 


ctgtaca aga 






gtttca -cgt 


:: aa s tgg ta 2 


tt :gatgt 


:t 


ggggeg:agg 


aasctragt s 


at : 


■ -g: -tcct 


-aggtggagg 


cggtt-aggt 


gggcgeg: 


:t 


ct ggeggtgg 


cggat 3ggac 


ar. 


t:,?tgctga 


ca ^agtn tc :; 


agott-tttg 


get gtgt : 




tagggcagag 


gg sea z :a ta 


*: (■' 


:\tc-a?ag 


::cagtga aa g 


t ?ttgatagt 


tat gget a 


ta 


at tt tatgea 


ct g gta t sag 




:Tat acoa g 


ga::agcca-a 


saaactect z 


at ^ tat sg 


^3 


ca t ccaace t 


agagtstggg 


a\ 


.--:c-tg-oa 


ggttoagtgg 


sagtgggtct 


aggacaga 


-t 




cat taat set 




rrgaagzt g 


at gatgttg= 


a s aa ta t tac 


tgtcagc aaa 


gt aatgagga 


tssgct :acg 




ogata — g 


gga^:aga-t 


g ^aaataaa a 


sgggcgg:: 




ea-cgaage: 


t tc sa zt z sg 




cgggt-tt 


2 rcg ta tga a 


a :a getgga a 


gacaaagt 


ag 


aggagctcet 


t a gcaag aa s 


■ ' * 


■:: :a tcta g 


aa a a :g a g gt 


a5St::gtctg 


aaaaag at 


tg 


ttggtgaacg 


t g gtg gt sa s 






a ^ :; a 1 1 a a 






























11: 32 5 
12> ?RT 
















1 B> Artificial 3equen::e 












2 ■ 2escr 


ipti.a:"i of 


the artafisi 


al segue 


nee 


: scFv reg ic 






Ci 0 ^ 2 


















L "-^ J L a F 


rc- r.ar Ala ? 






Leu Lea Leu 


Leu Ala 
1 5 






H ^ a .a e t i-^. 


1 a 3 J- u '.' a 1 L 


.1 - -J - ^ 




31u Ser 31;, 


3^y 31 y 






2 J 




2 5 









120 
1 0 



5 1 1] 



7 2i: 
7 ^ i' 

O 4 

900 
960 



Val Lys Fro Gly 31y Ser Leu Lys Leu Ser Sys Ala Ala Ser 31y 



hr rhe 3e:' Ser Tyr Tnr Met Ser ^rp .-.rg 



Asp Ser Val Lys Gly Arg ?he Tnr lie Ser Arg Asp ^sr 



Met ier oei ^e;. ^r( 



Thr Aia Met Tyr Tyr Cys Thr Arc; Glu Gly Gly Gly ?he Thr Vdl Asn 

115 120 125 

T>p Tyr Phe Asp Val Trp^ Gly Ala Gly Thr Ser Val Thr Val Ser Ser 

1 3 0 13 5 u 

G-y Gly Gly Gly Ser Gly Gly Arq Ala Ser Gly Gly Gly Gly Ser Asp 

1.5 I5C 155 It-: 

lie '"al Leu Thr Gin Xaa Fro Ala Ser Leu Ala Va:. Ser Leu Gly G^n 

L65 no 155 

A: g /tla Thr He Ser Gys Arg Ala Ser Glu ;3er '/a.l Asp Ser Tyr Gly 



T\'r G.3n Phe Met His Tip Tyr Gin Gin He Pro Gly Gin Pro Pro Lys 

195 POO 2 05 

Lru Leu He T\-r Arg Ala Ser Asn Leu Glu Ser Hy lie Pr<j Ala Ar^.i 

PIO " 215 220 

Fhe Ser Gly Ser Gly Ser Arg Thr Asp Phe Thr Leu Thr He Asn Pr^j 

230 215 240 

Va.l il'lu Ala Asp Asp' Val Ala Thr Tyr Tyr lys Gin Sin Ser Asn Glu 

24.^ 250 255 

A.:p Ho Leu Thr Phe Gly Thr 'Hy Thr Arg Leu Hu He Lys Arg Ala 

2t,0 265 270 

a: a Ala Pro Lys Pro Ser Thr Pr-j Pro Gly Ser Ser Arg Met Lys iS^n 

275 " 28J 285 

L---U Hu Asp Lys Val ^lu (^.lu Leu Leu Ser Lys Asn Tyr His Leu Glu 

.;90 295 300 



7^-n v^lu Val Ala Ara Leu Lys Lys Leu Val Gly Slu Arg Gly Gly His 

310 315 320 



H_s P:is His His His 
325 



1 0^ ■ ^3 

11:' 2190 

:12:- DNA 

;13:' Artificial Sequence 



<j2C> 





riptirr. cf t 


he artafic 


aa: seqae-ae 




3 r. 




■ : * . r : ; - ; ^ t a r r 


T a t T g c a a 
r t a a 'J 3 1 1 a a 
acaaagc 1 1 c 


? g a g g 3 1 
3 3 a g t 3 3 g g a 
3 a 0 t a c a 3 a 


3 3^33 33 :::^ 

3 3 1 g a 3 .3 : 3 3 
1 1 3 a a a a 3 ^ 


3a33 3g33g3 

: 3aag33.jjg 
33tggat gaa 


.:-3aa33g 33 .■ 
a 3 a t. 3 a t. 3 
cagggtgaaa 






gacagagtat. 


3 gagt ggatt 


aaa 3 a ..j r; *.. 




t ggagataat 






aaaagttaaa 


gggcaaggcc 


a3a3t 3a33 g 


cagacaaatc 


ctccagcaca 






a gat cagca g 


333aaaat3: 


g 3 3 g a 3 1 a 


aggt 3tar tt 


atgt g3aga^ 




\i *^ a a n t a t 


a t a 2 1 a t a 3 


tatggacta3 


^ -T -r + r- =, ^ 

^ -z^ -J" ^ ^ ^. -J 


aaacatc^igt 


3a3aat3tC3 








t ggg3gcg33 




g3ggat3g3a 


aattattat 3 




acccagr ct - 


::tg-ttC3tt 


a get gta t 3 1 


3tggggc:aga 


agg33ac3St 


c t 3 a t g 3 a g a 


■■- ■■' 


a c c a a :: a a a n 


gt gt ragtat 


atctggatat 


agt t atatgc 


a3tggta3:a 


a c a a a a a : 3 a 




J ^ a c a 5^ c a i:: 


:::aaa3t3Ct 


3at3tatctt 


g3at33aac3 


tagaatat gg 


gg3333t gtc 




a g CT r r a ^ t J 


g:agtgggtr 


t g g g a 3aga : 


ttca33 3t3a 


aaat 33a3 zc 


tgt ggaggag 


■ ^ 




:; a a 3 3 1 a 1 1 a 


3t gt3agca: 


agtagggaga 


1 1 3 3 1 3 g g a 3 


gt t 3 g gt J ga 






t; ^gaaat^aa 


a 3 g g g 3gg 3 2 


g3ag333ggg 


3a33agaaEit 


g3:tgtt:tg 




gaaaa 33 ggg 


:-tgrt3aggg 


3gatatta3t 


g3a33 3gg3g 


gt g3t3g3:g 


ttt aaagggt 




a t. 2 a 5 3 : t ^ 


::: : g 3 1 3 1 3 g 


t gatt 3tctt 


ag 3 g a t a aa 3 


3tg3aaaaaa 


tattattttg 


a 6 0 


ctgattggc; 


a:ggga-ggg 


gga3t3ggai 


a 1 1 a 3 1 g 3 : g 


3a3gtaa3t a 


3g33gaaggt 


- ^ 


gc ggg 2 g ^cr 


r;ttttaaagg 


:. atagatgt: 




3 3ggg353ta 


aaat 3a3t at 


' ■ a u r 


gcLjct 5 a at. a 


aaaaaa^^gg 


3 a a a 3agg a : 


ta3gt 3a3ag 


a 3t 3gg33 jz 


a t 3 a g : a a 3 c 


1 : 4 c 


gcc t g :a a 


.:; :ggtgt 3aa 


aa33t3taa: 


gg3g3g3tgg 


g3gt agat at 


t 3a3gaaaaa 




ga t '."^ac 3 ::a a 


::gatt-t gga 


a a tg g 3 aa aa 


3.3 3gaagg t 3 


tggagaiajg 


!_ a a-3 g 1 1 1 3 1 




cicagL: a 5 igt 


^ 3 a g g a t g 3 


3' a r g 3 " 3 g 3 1 


ja g 33 g g:^;j g 


3aa a tgt g 1 3 


^: t 3g 3 g 3 a aa 


^ - 


t g<::ta ^g 5 to 


^ga^tgagaa 


3'. ag tga aa aa 


tgt aagggta 


aag3tcrgga 


aa aa gg agga 


1 a y L 


a a a*^^c; ar -^g a 


ta:3gaa3a 


g:tg3ttaa : 


jct 3gtg3ag 


aagttaaj :t 


tgg3gg3ggc 




g- ;ciaa aa :c t 


1 1 ga t g a a a 3 


ggaaa :3g3t 


jg3 gaat gg 2 


agggaa aaa 3 


g3tgagtgaa 


1 5 ("J L 


:.'..ggc:ac ^gg 


3g:3tggttB 


: :agt t ggt.g 


ag 3 ga3 g 3" g 


3 a t 3 a a t a a a 


1 1 ag gt g a aa 


. ^ c 


.^iiga ga i t r 


ag : a a a a a 3 3 


a:tg3ttggL: 


:tgttt a3 - a 


aag gaa It at 


g 3 3a gt g 3 ga 




"::;:p::t ag ;ia 3 


3g s ^ag 3 a a 3 


gt aa3i3gg: 


lat B'3::g^- i 


aga33gaaat 


aa 3 a: g: a ag 


1 fc 0 ■_ 


:--a..a-c :g: 


aa:jtaatg5 


aagt g3 acaa 


i::;3 33gg3a: 


aga 3 ga 3 :g a 


a a aa g : 3 a 1 1 




g<ia tt.gt.tga 


gt a aaa a t g a 


ga aa gg 3 1 1 1 


tt3 3tg3aag 


ttgaaggtga 


gt aaatagat 


1 8 


.a=aa:::agg a t 3 


at g :t g 3ga a 


t 3 3ttgtggg 


:aa a t tg gc g 


aga aggt aga 


t at agat gaa 




gi :cat ac sa 3 


gggagctgga 


a t tagataaa 


aaggagg gt a 


aaaagatggt 


cata gt 3 a 3C 




■:j(.:tg\atc a eg 


3caa:g3:ag 


.33agattgtt 


jcgaaggat a 


3aaaag3t :3 


gggc3t 3a3c 




::,.iggc:gct aa 


at a : 3a aag a 


tggcgaagtg 


atggtga tg a 


gttaagggaa 


ctaagaa g ag 


2 0 4 1: 


TLittcaa iag 


aaaa t a 3 3 g g 


aagt 3agttg 


:gtattg3gg 


3gtatggca3 


gaat g rag 3c 




a< i::at. tgttg 


gaatga3 3ga 


aaagaa agat 


:tcttat aaa 


3aatgaaag 3 


cga t 3 tgggq 


2 1 6 a 


g< it<.^t. :g :aa 


acaat 33333 


3 : acca tt aa 








2190 



:t. lU 12? 

. . 1:3.. Artifaaiiil Seqaeaae 
:22 13 

c.:2 jas3riptL3n af tr.e artificial seguen ae : s aF'/ region 



'40j> 94 

Met Lys Tyr T.^ : Leu Pra Thr Ala Ala ALa GLy L 
1 5 1 ■:) 



aa 2eu Leu Lea Ala 
15 



Gin Pro Ala Met Ala Glu Val Gin Leu Gin Gin 3er Gly Pra ^lu 



e r t- e r 



Xet Asn 



iZ^r 

60 



\ r a Pro 0 1 y 




Asp Tyr 7rp -^ly Gin Gly Thr Ser Vai Thr Val Ser 3er Gly Gly Gly 
130 ' 135 L40 



Gly Ser Gly Gly Arg Ala Ser (3Ly Gly Gly Gly Ser G^n lie 

15 3 15 1 



'J V, 



\r Gin Sei Pr-- Ala Ser Leu Ala Va . Ser leu Gl;^' Gin Aro 
16 5 13 0 



Ala TLr 

1 1 c 



lie Ser Gy-: Aru Ala Ser Lys Ser- Va.I Ser Thr Ser' Gly Tyr 
.8. ' 18.^ 19 J 



Ket Hr;? 



■iij. ly.: '..;ir 
19:: 



^jirn r.: 



..^eu ^eu 



Tyr Leu 

3 l: 



Al 



a ..:e r /isn 



'^eu G.lu Ser G-1;^- Val Pro Ala Arg Phe Sei G 



ber (ji 
9 S 



":;iy Thr' Asp' Phe Thr Leu Asn lie His Pre Val Glu Glu 
330 235 



Glu Asp' Ala Ala. Thr Tyr Tyr Gys Gin His Ser Arg Glu Leu Pre Arg 
345 ^ 350 355 



Thr Phe Gly '31y ':;iy Thr- Lys Leu :?lu He Lys Arg Ala Ala 
J 63 3 6." 3 7 J 



Ala a: a 



Ara Ala Pre '31u Met Pro Val Leu Glu /Asn Arg Ala A. la l-iln Gly h^p 



He Thr Ala Pr.v '^ly i31y Ala 7.ra Aru Leu Thr Gly Asp. Gin 
2 93 3'-^5 3 33 



Thr Ala 



Ala Leu Arg As]j Sei' Leu Ser hsp Lys Pro Ala Lys Asn He lie Leu 

3 35 " 31C 315 35 3 

Leu 11^^ :n.y Asij Gly Met. G.ly Asr. Ser i:;iu I le Thr Ala Aid Arg Asn 

335 ' :i30 335 



:yr Ala 31u Hy Ala Gly 3;ly Pne Phe Lys Gly He Asp Al s 
:^40 345 350 



.eu Pr: 



;in Tyr Thr His Tyr Al :i Leu Asn Lys Lys Thr 

363 365 



ily ..ys 



Fro Asp 

370 



'/al Thr Asp Ser Ala Ala Ser Ala Thr- Ala Trr 
-.7 5) 3 8 3 



Ser Thr 



Gly v'al Lys Thr Tyr Asn Gly Ala Lea Gly Val Asp He His Glu Lys 

3 8 5 3 9 0 3 95 4 3 0 




L-s Thr Phe Ma Gl.u Thr Ala ihr Ala Gly Glu Trp 



'o-in -oi"^/ -i^ys 



rhr Leu Arci Glu Gin Ala Gin Ala Arg Gly Tyr 

1^0 0 5j5 



G^n ^eu vaj. 

51C 



;er Asp 



\la Ala Ser Leu Asn Ser Val Tnr GLu Ala Asn Gin Gin Lys Pro Leu 
^. 1 ^ 5 2 C 52 5 



Leu Gly Leu Phe Ala Asp Gly Asn Met Pro Val Arg Trp Leu Gly Pro 



S 3 0 



535 



54 0 



Lys Ala Thr Tyr His Gly Asn He Asp Lys 



Pro Ala Val Thr Gys Thr 
555 560 



■^ro Asn Pro Gin Arg Asn Asp Ser va^ trc 



56^ 



Thr Leu Ala Gin Met Thr 
57 5 



?sv Lvs Ala He Glu Leu Leu Ser Lys Asn Glu Lys Gly Phe Fhe Leu 
580 585 590 



Gin Val Glu Gly Ala Ser He Asp Lys Gin Asp His Ala Ala Asn Pro 
595 (;-00 605 



:ys Gly Gin He Gly 



ly Glu Thr Val Asp Leu Asp Glu Ala Val Gin Arg 



61 0 



6 : 5 



62 0 



A^a L^u Glu Phe Ala Lys Lvs ^^lu Gly Asn Thr Leu Val He Val Thr 

625 ^ 630 ^ 635 64 0 

A- a Asp His Ala His Ala Ser Oln He Val Ala Pro Asp Thr Lys Ala 

645 650 ^55 

Pro Glv Leu Thr Gin Ala Leu Asn Thr Lys Asp Gly Ala Val Met Val 

660 665 670 



Mpt Ser Tyr Gly Asn Ser Glu Glu Asp Ser Gin Glu His Thr Gly Ser 
675 680 685 

Gin Leu Arg He Ala Ala Tvr Gly Pro His Ala Ala Asn Val Val Gly 



6'^0 



^./^ 'Hy 
695 



/OO 



-^0 5 



710 



-let 
7H 



5u j^y 

730 



Asp He Ala His His His His His His 
725 



. > 9 9 



::equence 



rhe artificial sequen : scr v region 

a^^aaa-^-c rartacctac ggcagccgct ggatrgrtat racrcgcggc ccagccggcc ^ 
.ta^caQSX;^ tr:agc— oa gcagtcrgga cctgagctgg tgaagcccgg ggcctcagi- 

aagattt— t gciaagctcc t^gctacgca rrcagtagcr ctrggatgaa crgggrgaag .o. 

cagaagcctg ga:agggt:t tgagtggatt ggacggatrt at^ctggaaa tggagata^t ^40 
aacti^aatg Qgaagttcaa gggcaaggcc aca:tgactg cajacaaarc ::t:cagca=a 

a-,ca-arac ag:t=ag-ag cotgacctct gtgga^rctg cg^rctartt -tgtg-agat .-60 

aa::jtat atta::targc tatggarta; c^g^g-caag gaacct:agt :a:-gt-t::c 4^:.. 

r-aan^Tag a-?gt:tcagg tgggcg^g- t::r:ggoggtg g3?gac:gca aatr?t-:-c 4bO 

ac'::-:a5t ::t : ctgctt^ctt agctgtatct -tggggoaga ggg-ca-cat -t-atg-agg o^u 

c:n-aa^a5iaa g-:Tr3a:^ta: atctggrtst agttaratgc actggtacca acagaaa-a 600 

:;jv::a:i-;:a: —aaarr— t catcratctt g-ar-:aacc tagaat.:tgg ggt:-::tg-c boO 

::a::-ia:i-3 n^agtgggtr tgggacaga:: tz::^z-ctca ac^zzzazcc tgtggE.ggaa ^.,0 

-ai:-i^:ta;:t :j ::aac3tatta c-:ii-agca- agcagggagc -t-t::ggac gtt-g:(tgga o 

.:q;:a( -aag3 tggaaatcaa acggg-gg— gca-gaagc cttc-a^tcc gc::gggt-t -40 

-c::-(:targa aa-ag:tgga agacaaagta gaggag-tcc t.tag::aagaa -tac::atcca ^uJ 

caaa.cgaqg tagctcgtct gaaaaagctt gttggtgaac gtggtggtca ccatraccat :^oO 
( ■ a c: ::: r; 1 1 a a 



322 
^ : 9 : F 1< T 

919 Artificial Sequence 



^-;9:' LM:-scri^ticn :f the artificial se guence : scFv regicn 
■ -10 0: '^i' 

' vs Tvr Leu leu Pre. Thr Ala Ala Ala Gly Leu Leu Leu Leu Ala 

A. a Ur Ere Ala Met Ala Glu Val Gin Leu Gin Gin Ser Gly fro O^u 
2 0 2 5 3: 

L-:^u Va^ Lys F re Glv Ala Ser Val Lys He Ser Cy- lys Ala Ser 91.y 

-"a Phe Ser Ser Ser Grp Met Asn Trp Val Lyt' Gin Arg Y'l c 91y 

90 00 

G.P 0-y Leu (^lu Trp lie Glv Arc( He Tyr Pro GOy Asn Gly Asp Thr 

bO ^ 70 75 8(. 

Pi^n Tyr Asn Glv Lyc Phe Lys Gly Lys Ala Thr Lou Thr Ala Asp Lys 

bO '^0 y'-' 

^Pr S^r Ser Thr Ala Tyr Met Gin Leu Ser Ser L-u Tnr Ser 'HO Asp 
lOO 105 

---r Ala Val Tyr Phe Cys Ala Asp Gly Asn Val Tyr Tyr Tyr Ala Met 

115 120 H5 



Asp Tyr Trp 



31y Oln Gly Thr Ser Val Thr Val Ser Ser Gly 31y Gly 



rrp Tyr Gin Gin Lys Pro Gly Gin Fro ?rC' Lys Leu Leu lie 



.a ber Asn „eu olu oe: 



Ara Phe 3e: 



Giy 3er Giy Tnr Asp ?ne Thr Leu Asn lie His Pro Vai GIu Glu 

Z J ^ - O Z 4 

Asr> Aia Ala Tnr Tyr Tyr Cy? Gin His Ser Arc liiu Leu Pro Arg 

2^5 25 1 2 15 

Pne Giy ^.iy Gly Thr Lys Le. Giu lie Lys Arg Aia Aia Aia Pro 

r 1 2 Z ■' 

ys Pro^ Per Thr Pro Pro Gly Ser Ser Aru Met. Lys Gin Leu GIu Asp 



Thr 



Lys Vai Giu Glu L^i 

2^0 



jeu Ser Lys Asn Tyr His Leu Glu Asn Giu '/a 1 

2:^5 30 0 



A.I a Arg Leu Lys Lys Leu Vai (31 y Glu Arg Gly Giy His His H.is His 
305 310 315 32 0 

His 



API 10 2 7 -J 
AM 20 DNA 



- o 1 .3 ■ 
A>2 0:: 



Artifioiai Sequence 



ascription i^f tne art.lfi.ciai sequence : scFv reg.ion 



oiOO:^- G7 

^aggaaac^g ctatgaccat gattacgc::a agctt::catg aaaattctat ttcaaggaga 60 

-a(3tL:ataaL gaaataccta ttg::coacgg cagccgctgg atrgttatta ctcgcggccc 120 

agccggccst ggcccaggtg ::ag::tgcagg :gcgc-tgca ggtcgacctc gagatcasac 180 

^ggc<:jgo t :rc a^aacaaaaa st^atctca^ aagag^atct gaatggggcg g^acatsacc 240 

atcac:cat ::a ctaataagaa tt:actggss ^ ■ 



-1 
PPT 

Artifioial Sequence 



Description of the artifisial sequence : s sFv regicn 



■■Ill - DNA 

:.;13:- Artificial SequenC'^ 





■: a t d C C 


ta *: t gcc t sc 


g;|:ag-cgtt 


ggatt^ttat 


t a c 1 1 g r g g c 


ccagccggfrc 






1 1 qcr 


:cqaga 


tgaagctg ^t 


ggagt-tggg 


ggag?.:ttag 


tgaagc c t gg 


ag^gtcccta 






a< lai:: 




gtgaag-ct- 


tggattca::t 


1 1 : a 7tagat 


atac c a tgt c 


tt gggt t :gc 


lb 






jtcaq'^- 


agaagagg tt 


ggagtgggtc 


gc a a : cat ta 


gtagt ggagg 


ta gtt t:c a z z 








;t::caq 


a ::.agtgtgaa 


gggttgattc 


ac c at ct caa 


gagac aa tg^": 


ca agaaca ::c 






at 




aaa tgagcag 


t :t3aggt:t 


gaggaaacag 


cca tgtat ta 


t tg tacaa ga 




0 




jqqqtq 


^t t tcaacgt 


c aaa tggtac 


ttc^itgtct 


ggggcgcagg 


aa :ctcagtc 


4 2 


0 


accq 




= aojgtggagg 


c^gttcaggt 


gggc?a?:ct 


ctggcggtgg 


cggatcggac 


4 8 


;j 


at ta 


:aatga 


taaagt :tt: 


a jatt-tttg 


gctgt gt — c 


tagggtagag 


ggt:accata 




0 




; caga'j 


-cagtgaaag 


t 5 1 1 gatagt 


tatg aetata 


att 1 1 atgca 


ctggtatc ag 


6 0 


0 


::<iga 


: aa'::ag 


gaaagcaa-a 


caa aatC't tc 


atct atcgtg 


cat •2C3.<zi.CC t 


agagtctggg 


6 6 


[) 


!ii *". c a 


.■tgaca 


gg- tcagtgg 


cag t gggt :t 


agga:agact 




cat taatc ct 




n 


v.ga 


■:gaat':i 


a t^iatgttg : 


a a : ttat tac 


tgt z a gc aaa 


gtaat gagga 


tc cgct ca eg 




J 






ggaacaga zz 


g ja a a taaaa 


cgggcggccg 


cagaa zaaaa 


ac tcatct ca 




0 


5a a 0' 


"igqa t':v 


tgaatggggc 


g J z acatcac 


cat z iccatc 


a-ctaa t aa 









<2 I^ 
<2 11 

1.: 


IDD 
: ■ 2 94 
PRT 

:■ Artificial 


-'22j 


■> [je .? c rip*: lo 




1 J J 

Lys Tyr Laa 


A a 


Gin Pro Ala 

2 0 




Val Lys Fro 


F t.e 


Thr The 3er 


Lys 
0 5 


Ara Lea Glu 



10 



15 



2 5 



30 



ay 



4 5 



er Ser Tyr Thr Met Ser Trp 'tai Arg jin inr r'ro oj.u 



1 Glu Tro Val Ala Thr He Ser 



I'-a L O 



ly Gly Ser Ser Thr 

SO 



:^yr .yr rr: Asp Ser Val Lys .^ly Ar^ r::e /r.r He Ser Ara Asp Asn 

^ " ? 5 

^li lys Asn Tnr leu lyr leu 11:\ Xer Ser Ser leu Arj Sei Slu Asp 

' -.r- - - - ^ ^ 

u.r Ale Met lyr Tyr Cys Thr Aru Slu ^ly SSy lly Pr.e :::r '.'al As:^ 



Iru-- Tyr Fhe Asp \'rii Irp Gly Al^ Gly Ir.r Ser '/al .1: 1 Ser Ser 
^ iJ^O ^ ^ 135 140 

Sly Sly Sly Sly Ser Sly Gly Arc Ala Ser Gly Sly Sly Gly Ser Asp 



He 'lal leu Thr Gin Ser Pre Ala Ser leu Ala 'la_ Ser leu Sly G-n 
165 ISS H5 

Aru Alci Thr He Ser Sys^ Arg Ala Ser Glu Ser Val Asp Ser Tyr Gly 

1 H 0 H 5 ISO 

Tyr Asn She Met His Trp Tyr Gin Gin He Pro Gly Gin Pio Pro lys 

y- 5 2 0 0 SO t 

leu leu He Tvr Aru; Ala Ser Asn leu Glu Ser Gly He Ho Ala Arc 
HO ' " 215 220 

Phe Ser Gly Sc^r (Hy Ser- Arg Thr Asp Phe Thr leu Thr He Asn Pro 
225 2 30 2 35 S 40 

Val Glu Ala Asp Asp' Val Ala Thr Tyr Tyr Gys Gin (ALn Ser Asn Gl-.i 
245 250 255 

Asp Pro leu Thr She Gly Thr Gly Thr Arg leu Glu He lys Arg Ala 

260 265 270 

Ala Ala Glu Gin Lys leu He Ser Glu Glu Asp leu Asn Gly Ala Ala 

2 7 5 2 0 0 0 H 5 

H^s His His His His His 

u9 0 



■ 2 10 > 10 1 
<.SH-- S7 6 
'HH'- SKA 

' 2 1 3 Artificial Seqaence 

- 2 2 0 > 

'H2 3> Description of the artificial sequence : scFv region 
HOO > HI 

atgaaatasc tattgtcta: ggcagc:?ct ggattgttat tacttgcggc ccagc:ggcc 

^tg;:togajg ttcagtttca gcagtct^ga cctga^otgg tgaa^cccgo ggccttagtc 

'iagattt:st gcaaa^ctt: tggcta:;:ica ttcagragct sttg^atgaa ctgggtgaa:: 

.;aga:jgc :;tg gacagggtot tgagtgjatt ggacggattt atcctggaaa tggagatact 

aactacaatg ggaagttcas gggcaa ^gcc acactgactg ca>:Tacaaatc ctccsg:aca 

gcctacatjc agctcagca^ cctgacrtct gtagactstg cggtctattt ctgtgsagat 

jutaacgtat attactatg:: tatggattac tggggtcaag gaacctcagt caccgtctcc 

tcaggtg^ag gcggttcag;: tgggcgtgcc rctggcggt:: gc?gatcgca aattgttcts 

acccagtttt ctgcttcctt agctgtatct ctagggcaga gggccaccat ctcatgtacr- 

'jccagcaaaa gtgtcaata: atctggstat agttatatgc actggtacca acagaaacca 



J d d a ^ 



: :j a d J c; J . 



JescriDt lor 



:f the artificial sequence : .5cFv region 



<40C> 102 

Met Lys Tyr Leu Leu Fro Thr Ala Ala Ala Gly leu Leu leu Leu Ala 



Pro Ala Met 



Val Lys Fro Gly 



Ser Val Ly.;: lie 3er Gys Lys Ala Ser 
4 "1 -; 5 



ay 



:he Ser Ser Ser Trp Met Asi'i Trp 'Jal Lys G.n Arg Pr^: 
5 5 ')0 



Gly Leu lLIu Trp lie Gly Arg llo. Tyr Fro G'^y A.;n CLly Asp' 



Th: 



Asr Tyr Asn Gly Lys Pne Lys Gly Lys Ala Thr Leu Thr Ala Asp' Lys 



?er Ser Thr Ala Tyr Met 



10' 



5 5 

3u Thr Ser Val 
110 



Asp 



La Val Tyr ?he Gys Ala Asij Gly Asn Val Tyr Tyr Tyr Ala 
115 12-1 1^5 



Asp Tyr Trp' Gly Gin Gly Thr Ser Val Thr Val Ser Sor Gly Gly 

130 135 110 



(Lly 



Gly Ser Gly Gly Arg Ala Ser Gly Gly Gly Gly Ser Gin lie Val Leu 
14 5 15 0 155 IbTi 



Gin Ser Fr<:) Ala Ser Leu Air: Val Ser Leu i31y G.n Ar(T Al-: 
165 LV 13: 



Th: 



Ser Cys Arg Ala Ser Lys Ser Val Ser Thr S-ar G_y Tyr Sei Tyr 
180 13 5 100 



Met His Trpi Tyr Gin Gin Lys Pro Gly Gin Pro Pro Lys Leu Leu 

19 5. 2 J 3 2 0 5 



I le 



■riG 



215 



72 1 



Gly Ser Gly Thr Asp Phe Thr Leu Asn lie His Pro Val Glu SI: 



_u ^sp Ala Ala .hr lyr ^yr Cys Gin His Ser Arg Slu Leu Pro 
245 ^ 250 ^ 255 



Ar 



• 

t 



:r lys 



2c5 



Le Ser 



. -.I Asp 



Ala Ala His His His 



His His His 

L !^1 



■ ■ ^ 1 ^ ■ ^ '^A 

<^lli Artificial Sequence 

<li Description of the artificial sequence : primer 
) c id: 

q^;cL:c:caiiaa caaaaactca titcagaaga qgatctgaai ggggcggcac atcaccatca 1 
c ■ 1 * a c a a t a a g 



-iL. ■ d::a 

^lA.--- Artifiaial Seguen le 
< . 1 ' ■ 

A l>c> Description -if the artificial secjuence : primer 
:Hi]i".> 10 4 

ttattagtga tggtgatggt gatgtqccgc cccattcaga tcctcttctg agatgagttt 60 
ttq-tctgc 69 



A AA; 

\ 1-3 

C FAT 

Artifi-iai Sequence 

H .O''^; 

:^1:A> Dt:;s cript ion C'f the artificial secquence : CDR3 region 
:A)i"c 100 

A/s Xaa :(aa Tyr Gly Asn Ser Pro Lys Gly Phe Ala Tyr Xaa Xaa Cys 

: : 10 15 



■A A i> 1 jr, 

c _ L A- 1 c 

■aA.. - FFIT 

■cll-;- Artificial Sequence 



22 Description of the artificial sequence : CDR3 region 



1 



Ace Arg Asn Arg 



Gly Met 

5 



Thr Ala 



:.eu Leu Lys Val Ser Ser Cys Asx 
1": ^ 10 



